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io [ 14] una a 9 - y #*s«M*;a ? - y 

5 - y > i mf>mm t £ p h7 t , t»i&* ^-y> 
*^HWK^w«*itt«:-rs©K^a«rii^i-sc £ 
K<t<x isswsns, tt*3i i 4 Kmw-ftik. 
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[ 3S#*b 1 7 ] wmmmmmw. ju** j; 
20 o'-/ w f u > y 'j a - jv^ ^ e e¥*> & mm 3 n s 

1 8 J BrESHBftKa^-yv**, ffcWK 

1 9 ) HWB{l#Wfcai4t/fc3 
^^Jl/fba^^y^-CAS, R3K9(1 8{cg3«©^TS. 
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BsS£#*«. £W$w«c?sttffc y x * u > if v 3 
-jw-c**, a»*H3 7{ciatt©m 
[3S#JS4 2 ) BtrsB^'eriiefl'jKffittf tufc*' y ^ u 
> y y 3 ~ ^ ^-ffSIWKfSfiffcL. fcsc-Ftcte J;e>'- 
10 WfiEWfciSttf 1 Lfc se-peg*> h, & hWfth MiR 3 n S , 
it«34 1 Kif3tS©m 

3 -7 ~y >, fc <£D^W SBtfMciSttf t bfc«!*tt©^fiK 
®&ft£SifJVf ; l*3 7-y>fc\fct>*l££fi£fi£ 
»a7-y>£S*^fiSS^#£©IWcS 
t»4W*6-J-SXS ; K3 7-^>£^^S^(*<b©rH} 

fiRs^ft©®^*. m4*ffiaiJts4^tpfflat. en^ 
20 k rj nt? fctt-e nttp« wc«Kaffli- sx 

^JSSnsS-C, *©«J-C9l*tt*9!ttr&XS:*» 
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[HM%94 5 ] »WM#37~y>^ W«3 
^-y>£^ltt^^iJ£4pH7-C, IMRtt^^-y^ 

30 Kin, PJfSStiS, !I*)S4 4 sa3ft©*&„ 

^wsns, s*H4 5{cia«©^. 

^pb-u>^y3-;^6^S^6jSi«3nsaf$ 
S^itTJV3-Jl/X , *a, »B*3S4 6{C|2|!t©*ffio 

[iiuswbo] fjfa^»^3 7-y>^\ r^3-5 
-y>> vi^37'"y>fcj;o*vnfS37*-y>^6^ 

SS*^jaW3nS, SS*JH4 4 KKJ*?©^. 

immms 1 j irtaav-y^^ ^iftt37"y> 

rt*^4 3Kfa^©*iS. 

(ciats©7jffi 0 

[«*Ji5 3] itfa39-y>^, $&iHK©&fsi> 

50 ?c«|«l«37"y>, tiJ:«a?WL/rn&V>«BSt*;a7 
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[ wm 5 4 ] tmmiw®>%m uctmm.^ ~> - 

MaiJli^©&5afi%i^75:SM%©F.fl©fi£$ 

-19*314 3 (ctais©m 
[oooi] <isgamss©fflE#jRi) ^©SfocyRHft 

76,825^©?$m$WC ! *^ C©*l1fWffi^08 
/476.825W, 1993^11^1 3 HfcffiI3tl»t3tl 

t©*tfi#ftHW#tfrOS/147,227^B, 1994*P7 Hl20(C 

»J, C©^-H#3^ 5 , 328 , 9 5 5^W > 1992if-llJJlOH!C 20 
»ff 3 nfc^Rim* 5,162 ( 430^©H|i^«ttifM-C* 
0, C ©^$§^5,162,430^2; 1988lpl^2lHtC 
H1W 3 tl . Ml i 3 *lfc#B?$fr mmW07/274 , 071 

sb, #wimtpv&%ti,r:mmztixm, 

HAB, watfSEtfKOWIRKjttl/t:. *ffl#£r£fffi20 
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fc«*i*©£isSS£fl^m>T$f*l,/e3 ? -y>£^ 
Wr £&f*tttf4«©(cM 0 . U r c © 
©£ffl^T^-©^ffii|^©5ffli©frci«&&t 
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L;fc5fcWJ«teJ;a«£S£l<, *fttcj;*). c© 

snrfc"). K^ffifct. c©4f$«Kn5-^>3t« 

fffflj R% o o , je^x * ^ - 4 & BS5a« * * Jl/ 

-r-^iiffl-r^ci :affliyfci*^-r--c l c©^ 

- y >fc J; UtttiMfUR 4Sf4T 5 S Btt W 1/ T . C 
©St* 1/ It $ fcttMR Uc a 5 - y >fc<£ £>«£iM£ 
TSC4 ; fcJ:0'c©«^^--S*Sfc«ff^a-r 

[0 0 0 5] 1992^11^) 10 B 5C Rhee 6> (C^fif f 3 1; fe?K H , 

#^s,i62,43o#cctiB, *fStl3]DI«iSAAsrrWb 

[0 006] 1993¥ 3^9 HtCTinqfcftff 3 nfc^Hf* 
It® 5 ,192 , 316-^B. a© 36^tt*»ff:r 4/ci^©, 

^L--C^S. C©W>X«, 7K(C)S®f#/Cb Fwy^^r 

tt, w*L.<tt, c©i^>x©AKKj»'r4at«it4{9 

bfcJ;t>'/'*fcB±Sfffl!ia©^S ; l:Si]ll1"l>^W]4^ 
Wf&. c©^Mtt, 7^a^i?^>, 39-y 

.hB&sSSB-T-CECF), SfcB^n&wa^-c 
[000 7 } 1993^-5 ^llBK BassS KlS'ff 3 nfc^H 

ifr-©^<ts{cv f y » •/jvsfc«yji/%fljfiS5 
■r^fcj&©^©fS^*^WL-, ®r.©^«, ®-© 

a-yp^y>, /3-ypy;>. r-fo^J>. F 

•>> X ? F-?->( trans diyretin), 7 y ?V ^-y>, 
FP>t>, 37-y>, ir7?->, 7^ 

ytn f >, ';.r/'J>, SfcB? i 7n%# 
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[0 00 8 ] DeVore6«C1993tpe ^lSEKC^eff 10 
HHI*® 5,219 ,89S^tt. ttfflWt 

f.tav'-y^ifflWSWfct), cct, t©« 
fo« , 7 ^> ;W bm*j J ix/ * fc tt a * > f fc8J?SE14 o 

Kit), tffrftS, dcr^WfcS'M, ftf*^^ 
as, ^Ka^*»at, *?Kv m^i>ifv^->^ 

[0 0 0 9 ] Brom6Kl994^3 £ 1 Bfc&tfSftfc* 
fflWlt»5 t 290 p 552^(3:, ^Ktt^f*^. 7 

WxiiiS-7', hn>b'>teit>*ca" 
t©37-y>«, #j5©pHfiST 30 

itfMffi-cs.o, 3?--y>M«t©*s 

CCD hD>b'>feJ;0'Ca"W, C©7-y 
[0010] Rhee6(C1994^7^120«:?S'ff3^/c^g! 

mm 5 , 328 , 955^ c t: nw , dssm a* s bw u 
t t, > § ) b , n <? <omm t 0$© # v x ? u > ?<) -a - 

Jt4j£t>'ffl*©i&6£Ki^Or*>ri, Ctl6«, -5g« 
WOffl&WW&to J: # f fc^tfJfttt&Wf 4 =» 9 - y> - « 

[0 0 l l ] Matrix Pharmaceuticals, Inc.©3-P ? 

UB^brfct), c©«^«, 7KOTfiSfc-c, &lgrf4 

1^5^30 mg/ml©illg)©a^-y>, fciO* 

tI»^W5(0ttM*« I- P>b>([fl|* 

1 -1000©NlHu© r P>b>)£^#-f &„ 
[0012] Bausch & Lomb Inc. ,©H1-*P n ^'#l*r£; 50 
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c©ffll»«, $K^Ofcn-5-y;^ic^!fil/T 

5— ^tSCC<fct)f#6il'S„ Bausch & Lomb In 
c.OPCT-affi^WO 921357S^«, m43#ffl©M#8W 

j&Bj£M^Lrfc9, c©«titt, 33--6o'C©^JVh 

ifCiO, (SP©f6lS^{Sa3nS : a)37-y>7k^ 
^ 0 CCt, CClflR&'tSJti, 33~60°C©MIT, fc^O'C 

©hit©io°c«±-C50,ooo crcfcf$©f£i££W'r£. 

[ 0 0 I 3 ] Flamel Tcchnoloqi es© 3-D vrtfifcOt 

mi 575273^-«, mmm* 37- ^ >^*f*4M^ u 

nrteU. c©^^-y>*c», #T-fH!£ftS!f£©;l>£c < 

■* Fis&r*o, cn6©fxf -f >s«ib. i!>%< t 

[0014] B##!*£$?lg6070972*m, WT©i)*i 

^iD^fetts. 4ttfflSi^w*f zittocmim& 
Ktei^^y-fep-ji'rji'^b k©^%< <ti ia*t^ 

[0015] 1993^11^ 3 HtCRhee^^[iiSMU#t^Sc^ 
§n/-c^El^M»0S/147,227#(Cnii. 

[00 16] _h-C9lfflUfc§fflfiR#}fcJ;c>*-?:©ttiMlffl 

o fc &©&, 'i iffl u fc^sa^iatRfc £ t7^i'*fc» 
[0 0 1 7 ] ^mmmttc, *MW<Dm u>mm 
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*M!3©3 6fcft!i©giftB, £©<£ ^&«%£ffl^-C 
[0019] 

iSttffct,fe*#tt©£ja»a#*3iru ccr, c© 
t, n y - f > - smisfc^tityzim? s. 

[0020] tf^©Sffi£^©^HK^T&Hi9M 

«*tt©^isKfi^{**im^3*TC. £ftf#M*&3*-i, C 
© a 5 - y > - €fl5Sffi£ wm&to » . C © 3 •? - '/> i 
^JsSffi^^icra-cKSW^SfS^fic « wtc. #-© 
^ffiK»ffl3tu ^-c, ^r©ftffl^-©«MiS 
M3 ft 6 . J#-©3IH*J J: £>'H-©SM©4>& < 4 1> - 

[0021] gr-©^ffl*s*n©^ffifci&#-ra#K:# 40 

KfSiifb t )WK#f*.©£l#Si£f*a j SJi£3 ftt. 

mmti, commute mmswrnmi 

B. c©3 7"y>i^M^f*i©We^WW%^ 
tfiacsftiffc, 0-©^tftcjSffl3ti, ^"C, © 

^ffljws-©*ffl<tse«!3 n*. s&-©&m*» .fcuw- 

©Sffl©^&< it-A'B, Sf*U<B, ^£M©« 

[0022] m4^as&©aw©^*Mifc"*"3HKiHj 
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«*tt©6J0»&f*#iI&3ft-C, 3Efit*iW*&3n. t 

9it»*asm3ft, ^L^t©w4^sisftB, $&© 
*tttcj:o, hairs n*. 

[0023] ^mmommvi^v-yy^-^m 

t, *14, ttaWft^SEtt*/cB^)SJlt!t©S[S4^ 
<frilS3ftl>. 

[0 024] *»W#e>B*/Cv CC^ttlWKtSttft 
cr, »-©«fflteJ:cx»-©*ilf©W*BftK, 

tta*dto)-cB. ^WBWteiSttf t l. fca*i4©^*s 
*^i*b, ^-©ftfflKiifflati, si^t, »^©^b 

«*tt©drtB6(*«. »-©*®fc^£>'^-©*iHi© 
^©.^lfllii©^ft«<t«-ft-«i^3 n. * 4-itc J: »J , 
c©2ffl©^iffliWT7JKS* 1 iat:*. co^'BttWKJSft 
ffci//c«7Kit©^a^f*», aspiB0ettsfcBte*Wi5tR 

[0 02 5] 1^6SS1S(C*jHt:. ±sa««»W»lw, 

W*>&&S#*>6jHiK3*iS. 
[0028] fili©^Ji^«:teut:, ±S2IS<t^flfW 
B, tf <) 42 J; ova b l u > ^ 3-JU*»?>a s 
6 MIR 3 4i * if* jt^ttr JL- ^ - jv-c * s . 

[0027] 3 &fcfl&©Hft®ia!fcft^-C\ -hifa^fti 
WKigffif fc 0fc**f5fe©^fiJ«^f*K, ^WffiWKiStt 

[0 0 2 8 ] 3 e.K(0i©^M1HKijl,5-C, ±ia^iffi 
WCcffittffcUfc^'Jx^u^y; ;i-B, ^^(<: 
rSfift L-fcSG-PEGteJ; O" WffiWKJSftf fc 0 fcSE-PEG*> 

[0 029] 3 i&KflkOlHSSB^Kfc^t:. ifB^WSt 

ffittftb/csG-recfoJ; c/rWffiW{c?Sf*f fc L-/cse-pecA' 

[003 0] 3 &Kfl!i©HS6!^®Kte<,i-t 1 i:!3^-© 
US «fc £>'^©*SI©-^B . ^M«©*ffl-r'*> 
fj, -ett:Jhli!^-feJ:o-m-©M©iiiiSB, 
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y>«, ^satf^-y^r**. 

[0 03 3 ) 3 ^(cft!iCD»^m#Kte^i:, ±gB#$fll 
ttra JKttt^a^- y>£IIMi*HlfiWt*pH 

7 1\ mmmtt? ? - y>*3ij?fwti&»«ifte-f 4© 

tc^&firiS£irSC£K<«tlK3ft&. 10 
[0 034) 3 €>K|ffi©j|i6J»atCfc^r . ±£#MMt 

tt'Jr-^ii, ffclW&fiLfc^-y^TN&S. 
[0 0 3 5 ) 3 €.K(|fiC0^iSffi«K*}|,*-C, mit^W 

[0036] 3 hwmwmm.K.&^x , issmm 
&ama v - y >* & a s if* e> jaw 3 n a. 

[0 0 3 7] 3£icffi!©f^6iititU5^r, ±123-9- 
[0 03 8] 3 6(Cfl&©j^*SJS^K*J^T. ±833?- 20 

y >», #««t*i3 -5 - y >fc j; tftantta 9 - y>© 

[0 0 3 9] 3 PjtCfficDf^/ilSfCfc^-C. ±IBa^- 

[ 0 0 4 0 ] 3 fetcflhCMJWMSaiKtour , JdEMtt* 

[0 04 1] 3 6fcffl©»IMSflS«:fc^-t:. iiasetstf 
WroamofclMIHfta^-y^B, [fu!aiS^co^25S 30 

•a>&<,>«toitttp -5-y>«, ijgfaig-&43j<p#i5 

75lIffi%©fH1©ft£tMT So 
[0 042] 3 P>{cftti©m^(Cte(,>-r , itan-5 - 

[0 04 3 ] 

«, 2f§©AMJi©«fflfB]-t> £?ctt*3«©«I 

[0044] -£mM<D^mmmmi&m%im~?z>tctt> 

tCtt. ST. a^-y^fcJt^WWKfSttrtl/fcW 

am-rsffliB ra^-y^j v»-ma>©jstwtcs 

*©£t:©£-f y©3 5-y>«r j a^1*«C<!:4ra®U 50 
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ft, sdsu&a^-yx fc^o'affiu/c^^-y^ 
[0045] ^-5~y>w. »©#> tfrst, 

£3 teJ; O'l. 5 nm©Kff©Hll*.«l^tt©»-7- , C*a. 

y>#<;^y* i-^p.tt)i£3tiSc c^6©37-y> 

sJOJ^y? Ktt. •<i1v-X-Y-©^^BbK?i] ; £W'f 

tf. rfp^y* k j faciei o^Wfcte^Lfc^o 
'j^Sfcttb Fd^yp >;>-c$>9, c© rf-n-x? - 

* F J Mm C©^©*^5 /f— b> h 

WKtt. ism©as**j itxf »■« yM©ft®Mt±©MH 

[0046} *«|?©iB«W*j«»f *Ktt, -«K. 

*6«9Ji)W©EW«:i*©3 7"y>^ffim3nf#, w 

fttMUS nf#S*\ * fcttffift*. * fci*lfi©#ffitc«i: 

te^tsiatt a 9 - y>©js«*©w»!B. »*wtcw, 

1979? 2 £ 203 KLuck&tCl&t? 3 ftfc^ffltfftflN ,110, 
537#. *J £C/l984*Pl2^ 180 fC Luck6fC|6ff 3 ftfcJR 

UTfgffl3^Ti,^)Kiaa!3<TCl^ < fc^(C l TrJ 

1992^-7 ^ 29FIKH1SI3 n4H*«5es nfc^a^ffiffi 

$07/921 , 81D^Ct ft « . *® i 13] D m$A&Wffi b X 

^•sjtt. t n&^e>3v-y>*wffli/ttSii-«.^ 
atSMwut^a. 1992^ i ^isB(cffigs3tifc^a# 

SW[M$08/183,648^(Ctli*, ffiilaJC-W^A^f? 

ibX) CODlViCX, t f-«»jt3 9-y>*f!IJg1-S 

-y>j r 3 7-y>^Mj in. ^trojgtt© 

P7~y>(Mbfc<b©$fcB^f±Ut&©£^»-t) 
[0 04 7) im. n. inga, vm£to%ztih(Dffi& 

Ma^ii^Kia*©p^-y>(M^ii, c->P7-y 
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B, yq^7?- F^fla-7-y>£it$3bT, *©&$ 

[004 81 1. jtmrnMrn^mmw* 

ft, 35 mq/m1^J;0'65 mq/ml©^5'"^>f*K-C. Zyde 
nn(f!f§$91) I GollaqenteJ;E>'Zvdenn II Collaqen© 
$WX% Collaqen Corporatlon(Palo Alto, CA)^6rf? 10 

7'^ FtttKa^-y^B, 35 mq/ml©a?-y>?Iffi 
T', Zyplast(®&S§iffl?) Collagen©^-?, Collaqen C 
orpo rati on* 1 6 rTO 3 ft? ^ & „ 
[0049] ^^f&ffl <r£av--y>B, Hftfc, 
$20 mq/mli^mo mg/ml©[lf|©if f£, &?$l/<tt> #J3 
0 mq/ml£&90 mq/rm©rH1©?Jlttr. ?K»}«ilWKi¥ 

[0 0 5 0 ] 

y>B, WfHtitA 1 * 0 , -fftK. (-5£©[B]-a3-y 

> a? > ^ * jwarc ) . wt«3 ^ - * > «fc [ j 
~y>j £b, 3^-y>©7W±^iS©3E^WfeMW 

ttK J; fp m 3 ft £ J: 9 K . pH7 #«*$«© 
Ci1'ft^©g143 ? 5 ~y> 

[0 0 5 1 ] *»M©S«:tt*SiJiiafiS85t?ffiffl^ 

SBNMJWCjSftS. COll^Mtt, ±fB©J:5«c, C 
© a 7 - y pH7 t? ISHIW^IMStlMttt V h © fc## 

fl-jgjWcK, a«©*f*:a^f4r^3-^, 

ftf, £ft@#t£7Ji'a~;t'#®Sc&f£U>. S?*l/t,* 
^ftjS-o-tt # V -b o — jUi J; CJf f 
u>i"J a-ji<^W6ft§. 4^a^f±ra^7JV3 
~;Ki^B, ^^^-JU, to&VHV? 40 

iff* U^fWSKt*, fflft^ b 'J f AfcJCtttft* 'J f 
A*JW6ft4. «*fl3BJ(WAtf, x?n-^^ti* 

©©, *ft&«, ^f$t*3T?WW4» ; fc#W#S© 

■c, fte© * ■< ^ammsti&m mt i> < 

{005 2} «!C*«iW*Sa7-4 , >t*fe. 

:$^©«^©iTOfc(£ffl3ftf#-s s ^aw*?® 50 
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fflsftsffiss f*atfs«;a9— £b, ^m^-c 
*t*.©pHr'^^^ff^-e& a <£ *> %\ t^m^mi Uc a 
mm&?dmmmsm)v& y©a y>£ 
[0053] +ft© P tfc#a»y;-c*s<fc 

{e^ttUfca-7*-y>{CB. x^-Mfca^-y^te 

J;tf^JMta?~^>##£ft. 1979^8^14 
HKMiyatafetC^ff 3 ftfc*ffl^l^4 ,164 , 559*1 C*© 

rtStt, ^f*ibr^«a»^##iutfaffl3ft'c 
t,>§)Kiaai©^(ct£o'c, sj«sftf$a. 

&«MHWcj:9. M?Mte ^©[IiW©tt 
»tt©fctoK, 4fttt«14ttfl(/8)-cfflffl1-4©K««:if 
$ t ^ C i 6^ t U o (WT©S1PJ 3 - 5 4# 
JH). 

to o 54 ] a^a^-yv-fes/c, $^©^-c 

M-t'tt#ttA s fiS^©T, €-ftia£'4fiL<a^. Lftb 

*»<to^Mti*a -5-y>©!i^w- j^waawtt* 5 
^^^^^^^©ffiffltcsfSL/t^^spfta^, 

^NMtfK) ^ "5 - y > <£ C«ftftW=» ^ - ** >©«£» 

[0055] 1994^11^ 230 KRhee&ASffllSRl/fc^^ 

t^HillH^08/344,o4O#(Cfttt > *|fli|B]D«igA^irr 
fto-cfao. *^(H«K*S*-c*S)icWj^3ft-c 
ae^i*©^iiii/teai«tW39-y>*ij;E«Ri« 
u-cua^^itt'a ^ -y >0m^^'^t?>msM 

^e©sjfsi/te«»tt=i7-y>», s?si><w, 

if^TA^t K-c£«l/fc^f*:3 9 -y jff 
SL-<B, Sfe*RfiXtl©^25fia%~^95«fi% l 3 6 
KSTSKB, ^60Sffl%-^80m*%*W§o C 
©afiSl/ri^l^Nttlttta 9 - y > B, W * 0 < (1 
SftttRS^©^ 5 SS%~^75E«% , 3 6 L, < 

b, m2mm%~-m4o&&%%$mz>, c ©«&■?#: 
©m L/ fc©«y;a ? - y >*$ j; ^ i> -c ^ a « 
i*a5~y>B, santsft. ^^-c, «?Ktt©^ 

[0 056] Sf±av-y>(CftB, t y 7f> 

[0 05 7] #^W©a7-y>^~*©£fNi^8H8l 
tK8JB*fc, »©Jt*ifcB!i*L.fcW©f&K i S:(a 

»r sfc«E)(c, *.»ffitt«ij%$rr s j; ^ kk^j 3 ftt# 



15 

SfcBT^x* h J&BH-7\ SJStt-tHt. 

H8£3tt&i,>. mm ristt»ijj #*Mi}©ttJS» 
ttia^s ftt#3fi « © # 7"©«8ia*^-r s c t *m. 

[0 0 5 8 } ^mmmm-z&mtui-t b^Miwj io 

ti3f«f&BH^-(FGFX [M^iSft*i&gH7-<PDCFX 

crcF^aae^^ 7 s y-ccnB, 3MM&f*©stfG# 

>A?M?*3)©TO^B#!c£?S TCFSiiSfc 

•¥•7 7 3'; -©flH3E»*Ktt. mmm^^n^m 

Atf. TGF-tfl, TGF-/32, TGF-/S 3) ; 

^({fllAB, BMP-1, EMP-2, BMP-3, BMP- 5, BM 20 

P-6, BMP-7, BMP-S. BNP-9) ', 'N^'J >*SaSSSH-f 
Ali. SMftfffM^WS* <«F). jftiJ£SSfiH-TCECF). 

^J^tSffJJRfiJEfilSfCPCGF), A U >^«RSS^(l 

GF)) ! -Y>ttT>(if|Ati, -Ott^A, ^>tK> 

b) ; B)»t*MtH?Cffl*.tf. cdf-1) ; *m?>>* v> 
W£>ft3. 

[0 0 5 9 ] fSMH^B, £*fc«A#il£W B, 
Mon^iKiD, S/dSfl^fb^&JcJ;^ & 30 

jswKiisaanfea. se>K, tn^©B-¥©wm 

<£ -5 -reftH l/fcjiS-T-0IB3SK J; t> . SlMJJtfffll* 3 ft 
[ooeo] £W£ttil"lB, iS^fc «fc 0 , cos?- y 

>tc#A3ftw&. c©4f*fsftaijtt, sms*j 
M^Siite^ffli^, c©»7~y>ttfsftj*s&3i"if# 

S. $*f*©£$1i£&(mB\ W&BWltrStt.fbbfc 
>P x ? u > ^ y 3 - ^) * ffl i > t . Sft?Sf*ffll CW* 

B, ifcfiH J f)£35-y>te*W!»£1'«#ffitt. 199 
2^118 100 £ Wiec£> {C&'fT 3 tlfciKlS^W^ 5 ,162 , 430 

^(CtiB, ^II£PbaigA<£W!&3i!/t)«aa$3ft 

r£t4ftj£ 3 7 - 37?ftB, 199^3 £ 

16B KSchroedere^ttiSB b fc^H^tMSffOSyMOS , 32 
osfccfttt. *fiSti|SIi;SllSAK@fW3ft. so 
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(006 1] £#iS14fflB. 

&a 3 ft 4 «St ©ffl!&*» £ VtK® . *J J: V MIR b fcffi i£ 
[0 06 2] #4*l!B©*HJ^K:£^ttffJ£M£ , f 

[00 6 3 ] *-J£M©^'7"-y>'<-^©a<*WifMSl 
j£4M!8$rr&fc&>teB. 37"^>B. ^WffiWKfg 
ttftb?cM*tt©^fiSS^f**ffl^t^M3n$ 0 fflll 

K, ) S fcB ? ^ - ( ~ SH) ) t SJ^r * 3 2 « fcB-e 

n a i :©«$s c c n 6 b . ^©s^ftf mcjft yta ^ 

©gPffi.ic&§b-C^3)* ; ff-r3A\ £fcB*ftfc£W 

f 4. #-at!W«:??ittfbb/cii7j<tt©^fiSS^i*J:©S 

9, £in?>©37-'y>^IWt , ^*i|!3e:3 0 ^WSB 
W(c^ttft b/c«7K14©^^S^f*'© * 

[0064] ^mm^mat b y * b> ^ y a 
- a, amc , nwffiw tctsH; ft bfc^ y x f - u > y y n 
-jp)B, ^woffliiBaiiWS-faBStcffifflr&wK; 
« L SbolMf±©^£^f*-c&3 D fflii rrmflEflfc 
fl§ttfkl/fcJ iB, flfi©»-T-CW*W. ^5-y»±© 

imft&tffi&vs 3 2 ^©wtes^w? 3^, *fc« 

*ft6*W^ S J: 9 tc{t^W(cSttbfc«7Ktt©^JKS 
RXffi^($±©2ii©W^SB, -Hffitc. c©S^f$IK© 

Ken b x ^ 3 . n &6 w Kj*i4 ( b b fciM 

ttw^fi^f^-T-JirotteiWKf^Sfbb/c&SB, ^ 

[006 5] $^KteltSffiffl©fciiKB, >i<yxf- 
W>yjn-;V(FEC)©^B, C©PE0if^-©S3lCf& 
-,t 2 fl*fctt*ftU*±©fiBfcKffl}Bg«:^*.a J; ^ ^ 

-T±©SI6S i©(Hi*C, ft C 9 f# 3 . * 3 ft 
©Sfifb bfc^5g?fm©PEGB, nWffiWtctSttft bfc 
mXfDPEQt 37-y>i *KJE3 -ti3 C t (C j; 0 f#6 
n3-jKfbbfcJStS^E^t|s]HI{<:- ffiaffJKfelTK^ 
3tl3«, ffliScoLiB, 37-V>^ 

trf iffligREGiB, Ht3iIbitJ»(0CH J CH 1 ) n 4fl-r3 
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[0067] SG^PEG : HW*fiWtCffif*.|blyft:PEG^ ?f 
[0068] 

Q 



N-O-OO-{CH 2 )3-OC-0-PeG'0-CO-{CH 2 )3-C0-O-N ^] 



3? -Vv -NH 2 



?MfV -HN-CO-(CH 2 )3-OC-0-PEG-O-C0-(CH2)3-C0'NH- P?-^ 

Co o 6 9 ) fi!icor.WffiWK?gf4ftofcjf^0PEcw. p * rx-f-juj e>ns„ ^ 

3$ 1 T^Ofe 1 ^,®^-CB, t©PEG©t,if ttfr©(i 20 
K3JH®*3WjgUttS#l?&?aU>9j&-C, n = 3 

[0 07 0] 5$2©ffiji«:j;9, j(n*»»%*»«c<<,»5K 



[0 07 1 } SE-PEG, n = 3 : zlW^W^fSttftb/cPE 



[007 2] 
[ffc2] 



[^) N-O^C-(CH 2 )3<)-PEG-O(CH2)3-C0-O-N ^] 



3$-»V ~NH 2 



P9-»V-NH 2 



-HN-OCMCH 2 ) 3 -0-PEG-0-{CH 2 ) 3 -CO-NH- 



[0 0 7 3 ] 3 6Kffi©rifli8ff}{cfS14ftl/ft:^tK©* 
f t U fc PEG £ 3 7 - y > a * £[£ 3 £ C t i C <=fc 0 Jf ? $ 



★ [0 074 ] SE-PEG, n = 2 : -'SISWfciSttffcl.fcPE 

[0075] 
[ft 3] 



; N-0-OC-{CH 2 )2-0-PEG-0-{CH 2 } 2 -CO-0 



-NH 2 



"v 3 



-NH 2 



=»* 'HN-OC-(CH 2 } 2 -0-PEG-0-(CH2) 2 -CO-NH' 3 



[0 07 6 ] n=l©it, S;2fcJ;(y ; ^3©ft^i 

ft£, ^4tc^-r. c©fi#15sra, ^*S£teJ:D t 



[0077 ] se-PEG, n = 1 : rWS8M(Cffi14ffcL?cPE 



50 



[007 8] 
Kt4j 
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33 



20 



O °y_ 
fj; N-0-0C-CH 2 -O-PEG-0-CH 2 -C0-O.N f_J 

b \ \ ° 



pj-frv -NH2 



a?->rV -NH2 



a»- rt, -HNOOCH2-O-PEG-O-CH2-CO-NH- ? j-*V 



b, MiSOfcft^fCCCT?, n = 1 $fcttn= 3~10 

[0 0 8 0] ttcD^mcJ;*), 5 Kj *$££^if* 
p 



[0 08 1 ] SSA-PEG. n = 2 : ^'fK^WKffiff fbbfcP 
EGX -» -f 3 i^VX i^>7 3 K 
[0082] 
I ft 5 ] 



: N-O-C0-{CH 2 ) n -0C-HN-PEG.NH-CO-(CH 2 )n"CO 



o 



-NH2 



a?-^ -HN<X)-(CH 2 ) n -OC-HN-PEQ'NH-CO-(OH 2 ) n -CO-NH-35 -srV 



[0 0 8 3] n = 0©it, S e.(Cfl&CDnf fifiWfcMtt 

>-f 3i?;!/rf7-^- b (SC-PEG)iP?«:ft3, c©{t£ 
©©fititS, fc^^sc-PEGta^-^^i^HCSStirS 

[0 0 8 4] sc-FEG, n = 0 : nWflfiWfciSftftOfcPE 
GX 9 ^> A 3 - b 

[0085] 

[fte] 



N-O-OC-O-PEG-O-CO-O-N 



(0 086)^1 -6 -c^^fc^trogffiffcUcit' yx 
9 v > # u n - ;H^f*«. x £^ W s y ;US£^r 
30 bfrbtefrb, C©F>EC^©g$K&-?fc« 

5~?>£<DfcfoK£Q)mUcte&Wtm¥klc, S;7 
ti. ccr, n = 1 ~io-c-£>&„ 

[008 7] A- PEG : rW^WKtSftftUfcPEG^'Pt't 

[0 08 8 ] 
-10 [fc7] 



-NH 2 



-HN-OC-O-PEG-O-CaNH-37-srV 



21 



(12) 
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OHC-(CH 2 ) 2 -0-PEG-0-{CH 2 ) 2 -CHO 



3-7-yV -NH 2 



37- rV -NH 2 



n -HN-iCH2)3-0-P£e-O-(CH 2 )3-NH- a ?-*V 



[0 08 9]$ &ttl&©$tR©jgt*ffcl>fc# 'J J-^W> * 1 0 0 9 0 J E-PEG : ~^mm&&.{lWcKZit 
-^;l/(E-PEO-C*0. cn», {0 09 1] 

CH2-CH^CH2-0-PEG-0-CH 2 -CH'CH2 



s?-7V -NH 2 



-NH 2 



"HN-CH2-CH-CH 2 -0-PEG-0-CH2-CH-CH2-NH^ a^j, 
OH OH 



[0 0 9 2] JitacDffiltft 0 fcff?#I©# 'J X ? U > ? ij 
n-JKD^< 13, Jl'ffi, ShearwaterPDlvfnors(i!untsvi 1 1 
e, Alabama)fc<tO'Union Carbide(Sou(.h Charleston, W 
estVirqinla^&rtJ^Sft'CI^S, — S 



<fc t>'i t#fM*tt 4 1ft 4 3 9 - ^ > - ^TfiSl 
$©5pJx3^>^y a -jufcicfll *©&£«:, 1994 30 

ip7^12g{CRheG^CCl6ff3nfc*BI#^5, 328,955 
[0 0 9 3 ] *^ro«^*^-r-SCDKfflffl3ni) 

<©®Hfci&fi I bt^*.t>ft» cn&©KHtt». 

if $© 3 - >f -y Z 2 WmiS. ifits £ ft £ « -fifttc , 
^njjig- hit, ^*ara©^o.i-^jioSfi%©ISEf] 

?5©{c|ffS:U>t:<!:£$6ftLfc. tfjfct*. $Stt*U 
^7 A (1000 3 i/7A)©M«SB, & 1 ~#J100 

{0 0 9 4] ^^-C^ffl-retOKif t 

ttf t Lfc sg-pegc^ i r^to 3 ft i, ) fe J; -WfrlMKiS 
[009 5] ;&M9©tf £ U>£f*fA*Sffl GS®r*39« 



», pH7 V39-y>**HW(c*tt»K«:r4©tc* 
JMbMT, IMI^Wff)iffl^3ft4. WfcftfcilMIHitt 

©W r*»*H*63 -tt 4fc*K . ffiWtctStitft l> fc 
«*tt©^tRfi^<* i ift£ 3 ft 4 . 

{0 098] 

»-©ap%0-©«iBKia^3-tf4-(ewfe*fe-t? 

« : 1)3 9 fe£tf£Effiffifci£14ffc0fclI*tt 
©&$SiM*#$t$3ft6 : 2)C©3v-^>te£t>'& 

»i©l'«ll«te^^ ; 3)C©^7-y>i^RS; 
i[^f*i©we**twaa8ttA^c ■sffrK, c©a 5- 
y>-^fiss^«t©is^w», »-eD^iBf(caffl3ft 

-©3<iSi?r:©affii©l-c$j*#gc6. Sr-©S 
Hte^cxfrr.©M©4>& < 4 Iff* ty < tt> 

[0097] WjSttf. a^-y^tei^WSeWKfStt 
{fcbfc«*1*.©£*SS£<*», hjmc, »«<f©aW«SK 
6^3ft. ^ft&©F*3#^S. 'X^-C, ^-©UiStciM 

?i^sti§. ±ia©j;^tc. 37-y>», imsmv 

r^a^"^>) ; ifc(i P H7T 



(13) 
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b. wk\m£W%*mwK.mbtct%K., mc^ 

!OTl^nS(i:«t:iB. 1994^8 £ 8 Hie fflSi 

3ftfc*st^tfj§i^os/287,549^(cftB. *mtm 

[0 0 9 8 } =i-7-^>*jJ:ilK^JiKS^mi, mt.l>< io 
tZtctblt, S®r-20H1(3 6(C»SL<«, 4>£c<4 

tomomm^ js^x^ttj^wnra©-?. 

iM-^fg, -C£SfcW<, C©3^-y>--iEtf&E£f* 
©K]£®6®«:S&-©SifflKj£a*ra c tifimwak 

[0 0 9 9 ] 3-3~y>-£aa£f*©K[Mfi^B, 

>-&im&#<D6Lim&tou, ijwcfthtat, x/i* 

^v^ffi^T, #-©l5B]K:J53&83ftf#3. W. c© 

[oioo] R^£#&fW-f sJWwfffc'Ctt. 

- y >*J J: tf£fi£S£{*B , ^ X * ©nJSfSffi $ fc B 
^JK*fc«f&©B^^^S©HO©? + >^-{cA 

B. $iS«g©/X;i^6H$£tt0tB3ft££r, * 30 

[0101] 3v~y>-&$fi£f*©J5lMK^©i® 

© 2 fl8©i£ffi# c © a •> - y> 4 £t£S£f£ 4 ©ffl-c* 
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Jt, &*#© i BSMf fr& if ) 4 Stf t; i u n » 
*. Wittf, $&W©feWB, *«.**©*§&©<£ "> 
(t, ,S^©#©-SPKlt)^©^*ii * ($©ftil©B|!^Kfi 

#3-a-&©st. ffifflsfttss. 
[oio4] flk©affl», A#»©«ia, #*8&8Uft 

ipvm-i-mm^mrmmi 4b, sm&g©f*f*j 
tctatr s fc«xc . mm £ i5i u a* fc \m 
# 5 »c* & )©{**> 6 jk "5 a u tcmmt$%Mk 

{CJ&&3 -tt S©tc$ffl 3 fiffS, 

[0105] *Mfie»* , c«fflf &fflis t^js^Wj 

4«, ©f*K#18* & C 4 £;fg! Lfcl^f ft^©£ 

{*a^tt©ws Eiffel/. eftB. AMfti&*fcB#A 

«SSl«ttcoi »t © _k3ffi£&{CS# 3 ft & Stitfmft 
KB. WAK. £$©jMS, AIMS, 

fts. 

ian?©ffiffl(c, ^(cjaur^-s. mi*. fli;fc©WjE© 

fc&©&j£©{t;hU->XB, WWS^ffl^t, A 
«©B©ftlW)i|<— 7>«{cW#3tiW4. I993*fcu^ 

A-»7,227^(CnW, «4|SJDi«iSAK^jt3nrti 

9, $^©gft$£i$&br^S)K^8ft-a>£J; 

5(C, P H7 'C*1SWK^«tt©fb^J{C^f±Ufc3^ 
-yxWAtf, X ? S^Wtn 9- y^i/cB^*^ 

fb3 7-y»w. tt#i4©3fiS£&tt*m>-c3M<t3 

ft, ^^-e, Hffa©M'M->Xlfm(Cfi3<;ffJ3tv l *t/t 
mf8#SHte 3 ftf#S „ # 6 ft 5 0 fc -J 7 - y >$W 
U>XB, ^(^©^iS^ffl^-C, ,*t©@© 

_h^ffl^%^l>fcftM©^-v>lCcMt3ftf#6<, C 



^©^BS/c. Cft^.©Sl]©( I ^rft^*fcBM^ ©fl^SKSfflL', ^a>"C\ 



ftr, ttSttjW8£3ft-4. 

[0102] Cfte>©2f@©^fflB, ^ffiStt-^ScMtC 

ifliwxjiff L/r^siifl. ^-cs?cBft!j©3iWnc^4ffl w 
^ r 3 ft .f# -S „ 3->-y>t -grfiSffi^^ 4 ©rm©^ 
MB, M«y^KB, £©3 5~y>££j£«£f*4i!£ 

[0103] c©H'-©Mte^t>^©«ffl©^< 
4 4>-*B. >tftb<\i, AMffl^©*B-CftS„ cc 
•Cfi-fflfSffllS 1A^«1 4B, f&JS3ftS»SE©A 

rfiMf 5ffl§g r^«s«»ij 4B, m^©f*©ffi©^ 
K^fat* s fcfefc, taj u,a#©f*©-S|5*^^fH 3^ 5 



ffi^ ti^ P > X©f££«ffl 4^g*3-a-SC4KJ;f3, c 
©^l®fi^(*B * fc, C © fllgW to <t E>'^h U > X© 

prater, 37-y>OT44±w^^'c. c©»u 
>X*-jetSR«:S<H^1-5. (111377. £©KtSE£ 
^B, *f. C©^M^>X©^^ffl!CMffl3ft, » 

V»-C, C©AK©Sif^lB4BSttL/TfcJ:»r»). 
[0107] *Mtt«(^^B. s ys 

(-NH,)*fcB?^"Jl'MC-SH))4^£f2flS©^iBifll1t 5 

mm*® c -rftty-fimx-M . mmmm. it o fcii?j< 

tt©^a«^f** 3 W-©^fflKiiffl3ft, ^-c. ^x 
©affl*s^-~©«i)4Jg^3ft* tl C©#WtlWKffiffi 
ittfc«fi?Kti©^afi^(*B. S-©*iIteJ;y'®."::© 
lSBfflW7 ! j©*^ffiS4itfl^br, c©2f@©as 
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[0108] C©£«£S£f*«. *ft£RcM*-l*. ** [0113] *SI«*ffi$ffi( )#CttfflA 

fc»';>®»iSiS(PBS))*«c#a;TS*\ *fctt#* ^ffl»^ : 94-021; cfttt. #i$i[HJDttiSA<ag;a3 

f4jg?K(W*.«. £f*B£ft©*^tO*K#&W#&. ft. Wffll»f£|gSiti-c&D . *©F*l§tt, *W«B« 

igiRtp©£fii®£f*©?SffiB. L» < tat. l 5 <; tfrc##& OTiMfflSftT (,»S)icgails©J; 5(c, 

v b )\> Mc n . fiio-itfjioo $ u ^-5 a©£$s&{£ woiBfiHJjB. mMtsft©^©^ ©net fct* 

£($B. #SL<B. C©£^ffi£(*©7jP*#ft¥K<i:& JSttB*fc. «S?cli«S(MiH ^©P^K: 

f*B. f£«$«T?g!J13ft&*>. IfflWcffllttffl, COl 14] 

aw. i99s^6 ^3oaKm8t3nte*ffl»fiFaBi»o8/4 ^o'^g©*? $ b^mmf&®%^ft&m&t&fr<m± 

97,573^cc:ti». ^wtiajosatAKSsissft, $ni ftwwfc^yfaa*. issR#fc»«rsfc»K:ffi*i,-t 

3*1. CftB. S!HT, rttJiaSt. */ct*Jff*b<B. »WJc4*)«:iaor. jEttfcJWt^SfcW&Sftt: 
j&S/cBS-'-f-B. ^©-^XCOiJieiSft. #t^, 20 -C&S. fl!iic*§^#&ttft«\ gflBSJW*9. f>^- 

ffflfJit^jtae: s. #t*AMffi*fcB-tftfc3fi^. 

[0110] *»w©iBJi»Brt**fc, mwmid&tk [0115] iiii 

WjfctSteaxc, *fltt*tt«*s©«tt!ffl3ft»*. rJ5-y>ccis)(pH2©Hci*©3 mq/nn©^^-y» 

f4ftufcis*tt©6j*s&f*#iB£iS*K jjt^r, <:© a^-yxc, M*^?$$*i.35^A£jjn*, -e 

SfcB*tiKBS1-4#l*S{cifilB3ns. t:©Kl£B& "£> C©X^-Mt3v~y>£ttl83tf/c„ c©* 

^©ffl»{4^©j§fflB, JfPffl, BW&9. 'M(±Sfl ^^^Ht37-y>?&. ^>t, i&M3>8tU *©.h 

ct^K), *ftt*(tt©t>Tft*©J!fffi&ft-£Ktc«i: MttJirfc. *©"4i/»h©pH*. 0.1 HONamftfflu 

0. tffeW»a. ^> 7.2{cjhjsi,?c. c©^?^JMfc^5-y>^u 

[0111] c©&ffi^£$©m4f^itfi~-©iIffiK w H£#-CSWU »6hfcXi»J/^Affc=i9-* , >» 

tt^r, m4#JtWfi©Mift©MK, ^©t§-cS5tt*«tl S8©^-y>iiK£20 ntq/mli^SWc 

we.ft£„ -a, c©3V"y>i^WW«cfSttftl. [011 6] nirtgWK:?gttffcL.tesG-PEoc38o(*vo©PB 

fc^JSS^(*4©BB-C fWJ^tJ C?t£t>h. tc^Sc) s^fig*. WT©«J:0)SS&6fIK-C^Lfc : o.i ml 
^fi§d5J§C5i, 2fC^©^i5^a3nfc«C^ 40 ©PBStp©10 mq©SG-PEC, 0.1 ml©PBS*©20 mg©SG--P 

MO'Ci,^«B. t©^SttmcBW#l/^l>. C© EG. 0.1 ml©PBStf©50 mq©SG-Pf.G, :fo<fcO'0.2 ml©PB 

s$.^t?. co^m^-mum. m%MH(m^^^ ^©um mo©sG-PEG. 4^©^tssiJ^©-en-? t n 

i»rwnisnt»s. *. mm-mmmsim^t, 0.9 mi©2o mq/mix 

[03i2] ¥®wtemmmmtimm&> mm vu-Mtev-f^tu&vic. aDAm^fu^ 

#t?B. tommifi. tittii&vtcftmw'bu^mc jMfca?— y>-sc-pEdaa^jB, -en^n. iomq/m 

enJai^^iUt^SnS. tfctSW(C®K| l. 20tnq/nil. 50 mq/mlfc j;i>*91 mq/ffll©^SC-PEC?ft 

fg. 5-15^nf])^{C5B^{C^3n-5lflJS^B. ?f B. #J18 mq/mTC*-p?c„ 

^^©flE«©Kihtc ffiffl-r §©KSfst<,-?-©s [oii7icn^©4 ^ommm , 5 J: 

ft, ^©m4^igl5fitB, c©m4^»ffi^7Lfc so o'2iW]©t^r, ^©m^tco^-c, gtlSS^t 



(15) 
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27 



28 



fc. R 1 (C^1'J:3 (C, 50 mq/ml©SG-P * £Jfr$l/fc. 

EG=&^wrsx^^x;nt=i5— y^pww*. s&ft tons] 



SG-PEG 


PEC 




3Lm<n&® -. 






(ag) 






(5&) 






10 


0.1 


0.9 






10 


20 


0.1 


0.9 




GO 


20 


50 


0.1 


0.9 






SO 


10Q 


0.2 


0.9 






91 



t 0 1 1 9 ] 10 mq/ml, 20 mq/ml, 50 mq/mlteJ:t>'91 m 

(•eti-en, khb, cfc«fc»D)©ia«¥iaK%. 

[0120] Dsc©fe££0 1 K^tS'. 3J*«UfclHW«j 
(B, ck&VDyDfflm&Hi*. a?»uri»<ei>xi'V 

[0121] %»W2 



&U©ZydermCg|WattS) H Collagen (toll aqen Corpor 
ation, Palo Alto, CA)905 'J V ? b JV(C.nW, 20 mg/ 

[0122] ') y s» h J!/fcJ;0'»^ h 'J 

■5 A 30^-7 A*^ * ^ -JKCfln^T, &*©fiS£M * ^ 

AOKIftitUfcWt*©^^^-^*, ?l*iKt.^, c© 
[0 123] WStfl BtW-f>*^^" , >a>Ufcm, 

m®xm>it. &bhtcww*> mum*** 

Mb, MtffU M Naj Hro,/0.13 M NaCl(pH 

7. 3)£j$tof-5ci -ew^v-y^sizo m 

q/mltC^HLfc, 

[0124) -Wffi& : J(<:rSttftUfcSG-PEC(3800 f,W)©P 

Bs?3i££, jyT©J;^&M^«.!ia^P)*ibfc : 0.15 m 

l©PB9ti©3 mq©SG~PEG, 0.15 mlWPBS^G mq©SG 
-PHC, 0,15 ml©PBS4l©15 mg©5G-PEG, 0,15 ml©PBS 
[£©30 mq©SG-PEG. 0.15 ml©PBS^©45 mq©SG-!tG, 
0.15 mTOPBS^ 1 ©?; ffl3»SG-PEG. 0.2 m1©PBS^©lll 
mq©SG-PEG, fc^'O^ ml©PBSttJ©165 mg©SG-PEG, 



^ffll^T, 1.35 ml©20 mq/ml^^JKb^^-y^iil 
£b/e, C^?>©^5 1 JWb^7-y>-SG-PE&|i^ 
{i, -g-n^-h, 2 mq/ml, 6 mq/ml, 10 mq/nfk 20 mq/m 
1, 30 mq/ml, 50 mq/ml, 72 mq/mlfc J:c>'l06 mq/ml©^ 

[0125] ff fenfeaesiiaoBiffittiJ^of^aittK 

5£tt#tfTUfc» ^(t/KT^K:. 30 mq/ml 
20 <J;O'50mq/ml©SG-PF.G ; lrgWraP]K^3:. ff^f&t <* 
(C, ^©ftf^^L-fc. 2 mq/ml, 6 mq/ml, 10 mq/ 
mlfc^O'20 mq/rnlOSG-PEC^^Wr-Stt^W, ^tftfc 
5~107>M?rSL/fc. 72 mq/ml fc^O'106 mg/ml©S3-PE 

£SU pt^pJfflf±©y^JfJfiS;tfc B 2 -20 mq/ml 

(D&tybimhMc, 30 (nq/lnl©SG-PEC€r^W1'S*l 

30 Wfflt* 30 mq/mU0^^SC-PEC*^-rS^ 

^jKba v ~y >©$[»«:, nj^ttte^c/y^^KK 

(0126} 2 mq/ml, 10 mq/ml, 30 tnq/ml*JJ;0'72 m 
q/nil©SG-P£frfe^W1- 6 ^ ^Uf fca v - y >ifl«*B<* 
n-ftl, KME, F, Gfe^CXH)©^^^, ^ 

^i,M?-jKb^v--y>©sswiaKitbi5L/fc 0 cine 
?-y> £ 0 ^iff^iia-cmsif s. 

[0127] ift2K7frf J^K, ^ML-fclS^©!^ 
ilffiK, ^U-C^^t,>^^JUfb=iv*-y>©SSfi3ilffi 

[0128] 
[*2] 
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(16) 

f <' 
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30 







DSC©Tg 












38-43 




m 


46-60 












45-68 










&*? 


47-62 




^& 








40-70 









[0129] 

© mx K£ Hlffi^f ft'M' > X© 3 i^Jg^©£fW 
jMjifeJ;^' f«) 30 mq/ml © 3 5 - f >?Sffi £?T f £ J 

?-;Hb^~y>£. ^miOBKfm^cL-ttsiSi 
$BI]l,fc^>©@©ft)I©_h£lS£. %<F>%^& 

c©ft«*PBST?ift?*b, ^bx^y^m^x%^ 

[ 0 1 3 0 ] 10 mqCDr.ft6WK?SttftbfcSG-PEGC3800 
Hi0©O.l ml CD PBS® Tg'iffi^r ^ fc 0 COSeWS'JjgiS 
a*»-fflHa»6*fflV»'C. 0.9 m1©30 mq/ml^ 
^Hfc^-y^tig^Uc. il-&f£T <*it, #tjq.2 ml 
©y^Jl/fba^-^^-SG-PEt^)^*. 1.0 cc©j4W^ 

ft. 

[0131] C©jf^JHt^7-y>-SC-PECBjSI4. 

G©#$±©-ffi{ifft?f&JfJU7i:„ &3# 
WtlrtK. C©^5- ~y> -S£f*©2£tii fc<£t>'y>l* 
Jifc&«SC D , ^>ftJi±©^©i#rf^U>X£fi5$t, 
it. 

[0 1 3 2 ) yJWJSfiJStClS^t, C©SS£, C©37- 
y> ~S&8<&5HA> BfcWc. *©JTCJf5l£l,fc®[ 

/hu>x©^iB&, pfis^iabfc. t©t$/M->x« 

[0 13 3] C©^*-;l'fb^'7-*y>-SG-PBGglt / M'> 

XoKi te «t OB* fa© f fflflLhfc -? t » r . ffi®^ 

w&tfe£ cioof^©fs*)^tf o fe. m^yxovkWs 

0»886KJfctft*-ctt. c©'$>J>u>X£MI£©IH]© 

ftM*'SShfc„ c CW^ > X£ B&S l- fcfg 
fc, c©ftK©SffiI{cti, w%*ft«IS*fcWS«BB 

[0134] 36%W^JV©^^^^JL'ft*j<i;CJ : 30 mg/ml 
©:3 9-~y>?iK©X^~jWba5--y>^61«L 

mmzm^x, ±iz9m%t%r>mbtc. zosyy^A 

©rWfiiWKtSMfcl/fcsc-PEct, o.i nnoresfcrlJS 



UnZM^X, 0.9 mq©30 mq/mlX ?->.-JHb3 7-y 

fc„ c©3-5"y>-S^i*^©ftJ!S^©3t-Stcm» 

-c, moj>ftJSWrtK, y^©3f#fiS^cofc. ^tiw* 

tfctSK <£ *J , c ©^ ? JKb a 5 -yv - SG-PK3}i)HB. 
C ©x * ^--JWba v -y > - sg-peg^M J: f J kASTfc 

t o 1 3 5 } m 



20 (PEcxm^uc^^Mt^^-y^ommmtbx 
©ffiffl)p< *JWfc ^ 5 -y > ca ©^ 9 -y )*j 

J:WI^ ©^©^W^tCrStlftLfcSG-PEGOSOO M 
4, & 6^ 1/ /c(sacri f iced) ^^^©{UjfiLb fc 

[0136] ITO)A : 33 mq/m1©a7-y>^ffi^W 

■r&^^fta^— yxctitt, ssifcw i (ciajascj: 

BS('J>®ISffj»*-C, «13.5 mq©-WtlW!CtSti 
30 fttfcSG-P£C(38O0 f.VOiiBn Ofc(SC-PEGi 3 7 -y > 

£©10: l<D*Mt). t<DtylWZ, &P>ftV,t>m®.l> 

tc<y-*Mmm±<DmLmanmamb, 1 »m 
-jefiB-ci^iw^i/fc. c©Rjt*i»*b. c©y 

JU©^4MSL/fc„ C©yf-^(t3-5-y>-SC-PEG 

(WW, c©»TJRtcl^tc^Jff«cif#U?c*s 4 tfj*«c 
[0137] IBjl^B : 33 mq/ln1©3'5-y>iSK*W 

rs^?-Ji'ft3-3'-y>9oov-Yi'!n >; ^ hjvcmi)*, 

40 150jul©PBS^Kte^T, 1^27 mq©^WgWKfSttftt 
ifcSG-PEG( 3800KW) £ (S^ tfcCSG-FEGi^^-y^iOS 

o: l©*Ji/tfc) 0 C©^S?£, ft^U&JS^bfc^-y- 

+'©ss;w±©fHifiibfcfsnsi3Mkuw i awyjHfc 

-&©S#«:, C©yjV©±gfiKS*. 

-^(fisa-ci^niiffljfi/fc. coajf c©y 
jv©y;gi«:^i/yc s c©^^JHta^--y>--sG-PEG 

[0138] WmC ■ 64 mq/m1©a v-y>f§S*# 

50 -r&jf^jWba'7-*y>'i.55 >; y v hJt/(mi)*, o,s« 



(17) ($$¥9 -9 9 0 5 2 

31 32 

-PEG(3800 MflOiS^l/feCSC-PECAa^-y^iOll) AdftftK=i^-y>©'J^©SCFcrara Meats, Santa C 

0: l©*^fc). C©fJjH£> »6*>i;a>BSl//c>?^ lara, CA^Wfc)^©*t*£l¥(ffiT3fcfc^ KiT© 

tf©W]foofc«papffifcJWHu i»nayjKtstite. 3»*tr-»fc. cti &©«««, «&uti»^s& 

&tm?, c©^©±sisk:ft$, -stiB SBtwefS, 24m&.nK-ftr>tc. cne»©ara, pbs 

■ci^fflfff*i/fc. c©«**k**l.. to^/wowa ■cw#i/r , n*K. 

ittfibfc C©^^JWt^^-^>-SG-FfC©y;V [0 1 4 2] 3 0©a©±&*$lJfilU PBS"Ciifc&U 

<fc< f§«t>fr^o/c„ IfBtfc : Mttt^-^Ces irej/nn©3 7-y>jl 
[0139] WK1»D : 35 mq^ilOa^-y^iSlS** i<> -fri)BWKJgttftLfcS&-PEGC3800 NW)i. SG-P 

t5^?'JKt^7-y>1.85 V 'J ? |-JK¥i)&. 250y EGi^ ; 7-^>i©20 : l©*JMt-C?g£U T<'fC 4 

lOPBS^fcfcHi:. 71.4 mq©ZlWII6WtC*S'ttffcOfcSG- ±#iif l-fcBitjfifflUfc,, 

PEGC3800 m04atebfcCSG-PECi35-**>401DO: (0143] ^^^5-^X68 ma/m\<D3?~y> 

i©*ji/tbx comm. mma<Dm^3m^ mm*. rmmmfsmtucs^KQts sc-ptGia 

?&mm-m%m£*m>xm£b, hh ?-y>4©2o: i©*jwt?)g£u commmm 

= i^-y>-SC-PEGB(fc«t*©ittS : 4.5 cnfl*, C<D [0 144] M?MtW->f>Q7.2 nq/hil© 3 5 - 

fflmU/cSG-PEG-3V-y>^M©±§B'.Cg* l Ctl£ y>faiff)*» -W^fcfStift^/cSG-PEGi. SG-PEG 

l^M^UftSti-fc. •£©£*£. ^V>-C. c©M©_h 20 inv-y>i©2o: 1 ©*JWfrCjH6U T«(c. ± 

awe«s, -jstfflri#iaifiU3We. comma mmbtcm^m^tc. wmv&z-yywmw 

a9-*'>-sc-FE0Oy*tt, c©*PMfft*»J:cni8: i. sc-PEC<ba?-y>i©20: i©*/uftc»au 

[0140] SfflSSlffiE : 35 mq/ffllW^^-y^iiffiifeW KSSffll/fc. 

TS-rf^Wta5-^l.83 'J U» b*0il)t. 250M [0 14 5) SiB-eZBtlWa. C©=i9-y>-sc-PK 

i©ras#tcfen*c, 71.4 injKCfrtlJWKfiSttfbbfcSG- i^#D@^©tt»££ttfffli Ufco 

PEGC3800 WOi^U^(SG-PEGiP^— ^>i©iOo: *J:tfSG-i^&W?$ttfi&S9tt> Jr.^lJftl U/cS^CD 
<,>T\ l^lW^KfcSttfc. -&©#*£, a?C»-C. C© [0 1 4 6] $«£$:3 7-^X37.2 raq/im©=«5-y 

JtiSfciU c©y^©l7iB&£tftSi.fc. c©^?-;Wt ?Jtffi)4£?ll&U o.ixcsa/®fi)©r:fF66 

a^-^-SG-FEOO^M*. C©ffiPfi»a«C^K^ !T5(CfS1?EftL/fcSG-PEGC3800 M©£flH>T2S«"r 5 C 4 
[0141] [0147] 

»3 7-yv (j) ^;wto?-yy(«) fea^a?-y>^c/p 



0. 72 0. 18 89 

». 83 0.27 70 

0.54 0.36 80 

0.45 0.45 50 

0.3$ 0.54 40 

0. 27 0. 63 30 



[0148] eft&©era©ws!pisi©-£ft*ft*, ±& era**, iww;39-y>d«*>«*K*3nr). w 
c © nusst^© ^ f b 3 v ~ y >^M^iS^. -a k otir so c# © a -5 - y - ^ ©ttss*?©^f*rt ) * ^ ^ 
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33 



ii<DV7~'V'>'<~Z<D : mWfo<D&0.2 cc&, 1 cc© 



$^¥9-9 9 0 5 2 

to i bo] mm<D±mm*m~?r^ztmi i k®m 

[0 J 5 1 ] 



Zyplast II CollflEen(^l'^4'T/Vf ; t K-CSS^Lfc 

0.3K(»A)DSB-PEG*T&#L>fcZyplast I Collagen 
ii^tfZydeni ] Collagen«70 : 3Q(i/i0iE-&& 

0. 39S(»/v)DSE-PEG* T?&|* Lfc,i fMWfca 7— ? > 

as tg/iioa^-y^aa) 



MM 
si 



20 



[0 162] Cft6©ra#fl^fcffltl1&©£TS. ft 
«h.©ft»* jji t/fc*«. ttftfli => 9 - f > * re 

c«cttt, c©* 

P t? ffl l >fc D5E- peg £ y 9" > H t a 7 - y > i © £ fc^ftSS 

1 0 1 5 3 j wmi 

C3 v - y >^ - *©£tttt»#Jtfl$^©$ti) * y * p 

-JKSiqma St. Louis, M0fr&f*fc) l 5 U U "j r-A- 

ISI9©fc*&«:*« h j/U-^K*»Wfc. I mlCDZyd 
enti(S»'W) II Collaqen<65 mtfrnW^v $ > 
;S Collaqen Corporation, Palo Alto, CA#> 
6f#fc)4#t»3 cc©ftM$£. 38* r y -j ?Z 
ftbX, ^y-ba"JH&$«ra«SKW*)ffW)fe. C© 
yy>fc-p~ji/fc.£c>':a>y.~y>£ > 'X^-c, aDI-ffi 

[0 15 4] X?n-~X(Signa, St. Louis, M0^6f# 
fc) 1 iWJff (weigh boat) KA 

ftTSift&tHfc. Mim^^X. CO"At>V-Z 

tc, IS 1 ; 1 ; v \-}V<0% y derm II C 0 1 1 a 



30 



(0155] cft6©yytefl~A-35-y>is&$j 
s-jtwawHtesffl^-c, « *©*©«» 

WffiW(Cfi5t4fbLfcSG-PEG(DSG-PEG, 3800 M«:CtV 
{0156] » 



<10 



(p ~> - y >^ ~ * ©£tttt*ffl«^©w±w w )±ib 

0-3©R!Tef?.£U 3 ©g^t*. %<b$m®tf i W% 

0 ©w,£ » 4 * ©wswttflBi* * fc i> t > c 

10 157] 
t«5] 



35 
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¥9-99052 



36 





as 




3?^y 


DSG-PEC 






mm® 




El 






m 


i& 


DC/DSC-PEC 


>40 


7 


100-150 


1 


2 


2 


DC/DSG-FEG 


>40 


7 


100-150 


0. 1 


2 




KC/&SG-PEG 


20 


7 


60 


1 


1 


i 


KYPSC-PEG 


20 


7 


sc 


0.1 


2 


2 


ifC/DSG-PEG 


>40 


7 


60 


3 


1 


] 


liC/DSC-PEG 


>40 


7 


GO 


0.1 


2 


3 


SC/DSGPEG 


20 


7 


50 


1 


3 


3 


GC/DSG-PEG 


20 


7 


65 


1 


3 


3 


GC/DSG-PEG 


20 


7 


65 


0.1 


3 


3 


GC/BSG-PEG 


20 


7 


35 


] 


3 


3 


GC/DSG-PEG 


20 


7 


35 


0.1 


3 


3 



[0158] cSnho^fn-^/zx-j-^- >'>/dsc-pec 
[0159] 



20 



CJ:SW!liL'fc**^©«KK*tf«-'SI)8W(cffitt(t 
L fc SE--PEG?g$©£f*'{£iffi£ L- r ©ftttfltf MMT 
©Office lit, l> tcWb U > 

4. 40 mq©r.fffiWKfSttffcUfcSG-reC(DSG-PEC, 380 
0 MV, Shearwater Polymers, Huntsville, Al*8f#fc) 
iil^-U, &25O^m©J?$©SttUci!fjifc0fi£l<fc,, 30 
C.(DMMtr>b. it!5 7 --8 rmr®R0©S!(/M^>X?:^ 

m\<DQ.2%if)V^)Vr)W^ F*K80 mq©DSC-PEG&^ 

[oi8o) WBfoway^^-P-^^ v&o&W 1 ? 

©J?lJg£, ^;U(qin)^-f 7*ffl^r±^M§iUfc„ 20 
Oju KDPBStpf-CIO mqCOr.WfigWKSttfbl/fcSE-PRCCDSE 
-PEG. 3800 MY, Shearwater Polymers, Huntsville, AL 
J7> 8 f#fc ) h £ , _h§2© <fc 0 tC ISf? * h 

t >T\ c © _hgf« t, fcfflH©S»-f <- tcjgffl L&. 
[oiBM c©&£^DiWf^bfci^p.u>xt;};> ds 
e-peg rfe^jj *wrs_hSiiJBiU/cft^««:J;< 

[0182] SMMlp 



(,>TJd£iW0fc. 200yn©PSSrt 1 (t40 mq. 53 mqS/c 
S66 iKjCO^W^Wteffi-tt-ftt/TcSE-PECCCSE-FEC, 3S00 
!,W, Shearwater Polymers, Huntsville, Al>£f#fc)& 

>^f/jM^>X(I)iiedex, Lyon, France* 6f#fc)£. 

[0 163] C(D*f ) *it;s!)fl$ljJEL.fc^M>'>XW 1 DS 
e-pec rttngijj *#r*±^Kufeflj|M§««:J:< 

fc. 

[ 0 l 6 4 ] 7 9$. 53 mq/ml©DSE-PE«f (ffi^ffllif 
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